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(54) Septicemia prevention and treatment system 

(57) A method and apparatus for preventing and 
treating septicemia in patient blood. The extracorporeal 
system includes an anti-microbial device to kill at least 
99% of bloodborne microorganisms, a hemoconcentra- 
tor/f iltration unit to remove approximately 90% of target 
molecules from the patient blood and a filter unit to 
remove target molecules from patient blood from the 
sieved plasma filtrate. Target molecules are produced 
by microorganisms as well as the patient's cells and 
include endotoxins from gram negative bacteria, exotox- 
ins from gram negative and gram positive bacteria, as 
well as RAP protein mediator from Staphylococcus 
aureus, and cell mediators such as tumor necrosis fac- 
tor-alpha, and interleukin 1-beta, complement proteins 
C3a and C5a. and brandykinin. 
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Description 
BACKGROUND 

[0001] 1 . Field of the Invention : The present invention relates, generally, to methods of and apparatus for killing blood- 
borne microorganisms by ultraviolet irradiation and removing target molecules from the blood by a hemoconcentra- 
tor/filter and, subsequently, removing some target molecules from the ultrafiltrate by additional filtration for endotoxins 
and cell mediators before returning to the blood. 

[0002] 2. Prior Art . Septicemia refers to a microbe-induced condition in which the patient experiences an exaggerated 
inflammatory response. This response can lead to varying degrees of hypotension (possibly shock), and hypoxemic 
and edema-related organ failure called multiple organ dysfunction syndrome (MODS). Because trauma and burns, 
among other causes, can lead to MODS, in the absence of infection, the more current and generic term is systemic 
inflammatory response syndrome (SIRS). 

[0003] Between 1 980 and 1 992 the death rate due to septicemia increased 83% from 4.2 to 7.7 per 1 00,000 popula- 
tion. The greatest increases were seen in patients at least 65 years old. Bacterial infections accounted for approxi- 
mately 200,000-300,000 cases of septicemia as of 1992, and was the 13th leading cause of death nationally. The 
mortality rate averaged 35%, with a range of 20-65%, and accounted for approximately 100,000 deaths. 
[0004] Septicemia is usually categorized by the particular group of microorganism involved, i.e., bacterial , gram neg- 
ative or gram positive, and fungal. Gram negative bacteria of concern include Pseudomonas aeruginosa, Eschericia 
coli, and Enterobacter aerogenes. Gram positive bacteria of interest include Staphylococcus aureus, Streptococcus 
pneumoniae, and Enterococcus spp. The usual fungus involved is the yeast. Candida spp. Septicemia and related con- 
ditions develop when certain microorganisms, the cellular products, and other target molecules stimulate cascade reac- 
tion and an exaggerated inflammatory response leading to multiple organ and system failure. Selected microbial 
products and other target molecules, with molecular weights, are shown in Table 1 . 



Table 1 



Selected Target Molecules of Concern in Septicemia and Poten- 
tially Removed by SPATS 


Molecule 


Molecular Weight - Kiio- 
Daltons (kD) 


Endotoxins (gram negative bacteria) 


10-40 


Tumor Necrosis Factor, a/pha(TNF-a) 


17-51 


Interleukin 1, 6e?a(!L1-p) 


17 


Exotoxins (gram positive and gram neg- 
ative bacteria 




gram+ (Diphtheria) 


65 


gram- (Cholera) 


82 


RAP protein (Staphylococcus aureus) 


50 


Complement 3a and 5a 


9-11 


Bradykinin 


1 



[0005] These target molecules may enhance the microbe's virulence and/or stimulate the patient's defense mecha- 
nisms, but, when excessive, they may lead to multiple organ system failure. These microorganisms, their cellular prod- 
ucts and the target molecules can stimulate various cascade reactions which may result in a life-threatening 
inflammatory disease state. 

[0006] Prevention of these medical conditions is difficult at best because the early signs and symptoms may be quite 
vague. Treatment has generally been instituted when the condition is recognized which is, unfortunately, often very late 
in the course of the disease. With prophylaxis difficult and therapy often late, the results may be fatal for the patients in 
many cases. Treatment of the early viremic stage of H.I.V. on the other hand, is possible. The signs and symptoms are 
recognizable by a trained physician and reduction of the viral load has been shown to improve the prognosis of the dis- 
ease. This reduction in viral load may also be effective at later stages of H.I.V. infections. We believe that the ability of 
SPATS to reduce bacterial toad, as well, by 99% or more will also serve a significant role in the prevention of septicemia 
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in patients undergoing coronary bypass, dialysis, and probably other conditions. SPATS can also be used to treat sep- 
ticemia in patients undergoing such invasive procedures. 

[0007] Ultraviolet blood irradiation (UBI) - originally the Knott technique - has been used in the United States since 
1 928 for the successful extracorporeal treatment of microbial infections. Over the years there have been scientific argu- 
ments concerning the mechanism by which UBI works and the consensus appears to be that some ° r 9a™ sm s are *" ed 
and a stimulated immune system then protects the patient by clearing the remaining organisms from the body 
[00081 Hemoconcentrator/filtration units are used to remove water from patients who are in acute renal failure and 
become overly hydrated. The devices are designed to retain all plasma proteins, including the smallest albumin, (molec- 
ular weight of 67-69 kD), while ridding the blood of excess water. Current membranes and/or hollow fiber systems have 
effective pore sizes which will pass molecules up to 30-50 kD. 

[0009] The Lee et al patent describes the removal of the "toxic mediators- of SIRS by the continuous arteriovenous 
hemofiltration of whole blood by processing with a filter having a pore size adequate to remove substances up to 100 - 
150 kD (although the probable size of the molecules removed is 1 0-40% less due to occlusion of the pores by plasma 
proteins). 

PRIOR ART STATEMENT 



[0010] 



20 



25 



30 



U.S. Patents 


5,571,418 


11/1996 


Lee et al. 


5,211,850 


5/1993 


Shettigar et al 


5,211.849 


5/1993 


Kitaevich et al 


5,151,192 


9/1992 


Matkovich et al 


5,150,705 


9/1992 


Stinson 



35 



40 
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r^ e ^^ibbaw!wj 3 and J.-L Vincent (Eds.) 1995. "Clinical Trials for the Treatment of Sepsis", Springer-Verlag, Ber- 
lin, Heidelberg. 



AS SUMMARY OF THE INVENTION 

[0016] A method and apparatus for preventing and treating septicemia is described. The extracorporeal system 
includes an anti-microbial device to kill at least 99% of bloodbome microorganisms, a hemoconcentrator/filtration unit 
to remove approximately 90% of the bloodbome target molecules from patient's blood and a fitter unit to remove the 
so same target molecules from the urtra-f ittrate. Target molecules are produced by microorganisms, as well as the patient s 
cells and include endotoxins from gram negative bacteria, exotoxins from gram positive and gram negative bacterial 
and mediators such as RAP protein from Staphylococcus aureus, and cell mediators such as tumor necros.s factor- 
alpha, and interleukin 1 -beta, complement proteins C3a and C5a and bradykinin. 

[001 7] The present invention is a method and apparatus for the continuous processing of diluted blood by a veno- 
55 venous route using a double lumen cannula and a filter having a pore size of 60-95 kD. The system will remove sub- 
stances including target molecules, comparable to Lee et al. 

[0018] The present invention also can filter the plasma filtrate for subsequent return of important smaller molecules 
to the patient. 
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[001 9] Since hemodilution has already occurred during cardiopulmonary bypass, the filter will function in an extracor- 
poreal circuit to remove inflammatory mediators caused by the cardiopulmonary bypass. Currently, special bonded cir- 
cuits as well as pharmaceutical products are used to reduce the effects described during extracorpreal circulation. 

BRIEF DESCRIPTION OF THE DRAWINGS 
[0020] 

Figure 1 is a schematic representation of one embodiment of the system of the instant invention, i.e. direct appli- 
cation to a patient not undergoing extracorporeal circulation. 

Figure 2 is a schematic representation of another embodiment of the system of the instant invention, i.e. its appli- 
cation within an extracorporeal circuit already serving as cardiopulmonary support for a patient. 
Figure 3 is a cross-sectional view of one embodiment of an ultra-violet irradiator used in the instant invention. 
Figure 4 is a cross-sectional view of another embodiment of an ultra-violet irradiator used in the instant invention 
using a filming technique. 

Figure 5 is a partial cross-sectional view of one embodiment of a filter used in the instant invention to remove target 
molecules from unrtraf iltrate. 

Figure 6 is a partially broken away elevation view of a hemoconcentrator used in the instant invention. 
DESCRIPTION OF PREFERRED EMBODIMENTS 

[0021] Referring now to Figure 1 , there is shown a schematic representation of the system of the instant invention, 
including several alternative configurations. The septicemia prevention and treatment system (SPATS) comprises a plu- 
rality of components, typically, connected by standard medical extracorporeal tubing and connectors. As such, the sys- 
tem may be attached to a patient via cannulation or it may be incorporated into extracorporeal circuitry already serving 
a patient such as in hemodialysis or cardiopulmonary bypass (see, for example, Figure 2) or hemodialysis. As repre- 
sented herein/the SPATS component circuitry most resembles that of modern hemodialysis in terms of vascular 
access, bypass mode (venovenous or arteriovenous), blood flow rate, the use of a hemoconcentrator (a device con- 
structed in the fashion of a dialyzer), and duration of application. Therefore, some or all of the components described 
herein could be incorporated into a hemodialysis system, as well. 

[0022] As noted, Figure 1 shows one embodiment of the system of the instant invention, including several alternative 
configurations. As' in hemodialysis, blood from the patient 100 enters the SPATS tubing 151 via a suitable connector 
such as a venous cannula 101 of sufficient diameter to permit drainage flow of whole blood up to about 300 ml/mm. 
Double lumen cannulae that satisfy this requirement are available and, thus, permit return flow as well, for example, viz, 
tubing 107, as described hereinafter. This latter technique is not required, but has the advantage of reducing vascular 
access to a single site such as, but not limited to, a brachial vein. 

[0023] The patient's venous blood proceeds via polyvinyl chloride (PVC) or other suitable tubing to a pump 102, which 
can be a positive displacement or centrifugal pump, for example, which regulatesf low at about 200-300 ml/min. through 
the system. 

[0024] As shown in Figure 1 , blood from pump 1 02 passes through a polycarbonate "Y" connector 1 03B where the 
blood mixes with a suitable isotonic diluent, such as piasmalyte solution. A variety of such solutions, referred to as "crys- 
talloids'', are available. The diluent is supplied from diluent source 113 which, typically, comprises a large capacity res- 
ervoir for storing an admixture of reclaimed (or converted) untrafiltrate. 

[0025] The diluent is delivered by pump 1 14 which can be a roller pump or the like at a flow rate which results in a 
hematocrit of about 10-20%. 

[0026] The diluted venous blood then passes through tubing to the bactericidal ultraviolet (UV) irradiation device 104 
(shown schematically in Figures 3 and 4). Controlled in-vrtro experiments have demonstrated that UV irradiation is sub- 
stantially more effective as a bactericidal agent when whole blood (35-45% hematocrit) is diluted to a hematocrit of 
about 10-20% (see Table II). Furthermore, when diluted blood is presented to the hemoconcentrator 106, target mole- 
cules are more effectively removed by sieving, as described infra. 
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Table II 



The influence of hematocrit on the percent reduc- 
tion of Staphylococcus aureus A.T.C.C 6538p. 


Hematocrit% 


Period of Treatment (minutes) 




60 


90 


120 




Percent Reduction 


0 


99.75 


99.97 


99.99 


20 


97.26 


99.44 


99.89 


38 




82 


86.2 


Whole Blood 




49.4 


66.9 



[0027] The above data represents testing performed with varying flow rates and various anticoagulants and prototype 
UV delivery systems in four (4) liters of animal blood treated with UVC at room temperature. The four (4) liter volume 

20 represents a mammal, including human, of approximately 123 pounds. 

[0028] The diluted blood leaves the UV device 1 04 and passes through tubing 1 05 and connector 1 55 to a hemocon- 
centrator 1 06 which has approximately 1 .2 to 2.4 m 2 exchange surface with pore size of about 60-95 kD. The hemocon- 
centrator 106 (described relative to Figure 1) is preferably oriented vertically in the SPATS so that blood flows from 
bottom to top. This arrangement aids in priming and debubbling the SPATS with crystalloid diluent before blood enters 

25 the circuit. In actual practice, positioning the hemoconcentrator 1 06 a few centimeters below the patient but as far above 
the floor of the treatment area as practicable provides the potential for maximal ultrafiltration flow by gravity drainage. 
[0029] The blood leaves the hemoconcentrator 1 06 at port 1 57 at a hematocrit approximating its entry into the SPATS 
and returns to the patient via tubing 1 07 and double lumen cannula 101 . 

[0030] The pressure across the hemoconcentrator 106 is monitored at sample ports and decreases about 70-100 
so mmHg from inlet 1 55 port to outlet 1 57 port at a combined blood and diluent flow of 400-500 ml/min and blood hemat- 
ocrit of about 20%. At a constant flow rate, a decrease in hematocrit results in a lesser pressure drop and lower inlet 
pressure, while an increase in hematocrit results in a greater pressure drop and higher inlet pressure. Thus, changes 
in inlet pressure signal changes in hematocrit and on-line monitoring of pressure can aid a technician in regulating 
hematocrit. Additionally, hematocrit can be monitored by an in-line optical device or the like, if so desired. 
35 [0031] The material filtered from the blood is collected in a filtrate collection reservoir 1 09 via tubing 108 connected 
to the outlet port 1 58. The reservoir 1 09 is designed to be disposable in a preferred embodiment. 
[0032] Among other factors, the ultrafiltrate rate is dependent on membrane area, relative amount of diluent flow, i.e. , 
hematocrit, and transmembrane pressure (TMP). In this system, the volume of ultrafiltrate realized is maximized if the 
collection reservoir 109 is placed a substantial distance below the hemoconcentrator 106 in the operating arena. Typt- 
40 caliy, this distance is about two feet. This configuration increases the TMP because the increased negative (siphon) 
pressure results in increased untrafittration rate. Ultrafiltrate collected from the hemoconcentrator 106 can be discarded 
(in an approved manner) or conserved within the SPATS. 

[0033] In an alternative system configuration, pump 1 1 0 (such as a roller pump or the like) propels the ultrafiltrate from 
reservoir 109 through a secondary circuit (shown in dashed lines). The secondary circuit or path operates independ- 

45 ently of the primary circuit and includes f ilter 1 1 1 which is, typically, constructed of several layers of positively-charged 
meltblown fabric. The filter 111 is designed for the removal of endotoxins containing protein and negatively charged 
lipopolysaccheride (LPS). That is. the filter fabric captures 94% of endotoxin LPS which is liberated from the cell wall of 
disrupted gram negative bacteria. In a preferred embodiment, the fabric is produced in a five-layer configuration. 
[0034] Other target molecules mainly pass through filter 1 1 1 and are removed by a hollow fiber membrane module 

so 112 with a porosity of about 1 0 kD, for example. Endotoxin, from the cell wall of Gram negative bacteria and containing 
protein and negatively-charged lipopolysaccharide (LPS), is 99% captured in filter 111. Thus, the majority of the smaller 
molecules pass through filter 1 11 and module 112 to the large-capacity diluent reservoir 1 13 where they mix with crys- 
talloid. Pump 114 propels the admixture of crystalloid and filtrate from the secondary circuit back to the primary circuit 
via Y-connector 103. Thus, smaller molecules can be conserved by passage thereof completely through the secondary 

55 circuit, while plasma proteins and other large molecules are conserved by retention thereof in the primary circuit at the 
hemoconcentrator. 

[0035] Pump flow is initially based on the hematocrit of the patient 100 and can be subsequently regulated with knowl- 
edge of hemoconcentrator inlet pressure as determined by inlet port 155. That is, port 155 may include a stopcock for 
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monitoring the inlet pressure and/or for sampling of the fluid. Connection of the components in the secondary circuit is 
- by tubing. Components 111 and 112 may be physically incorporated into diluent reservoir 113, thereby eliminating 
some connecting tubing and, thereby simplifying supplying the circuit. 

[0036] An on-line optical sensor for the purpose of monitoring hematocrit during hemodialysis has been reported by 
5 Jabara and Murta (1995) In this arrangement, electrical feedback control from such a sensor to pump 114 would elim- 
inate the need for manual control at this point of the system. 

[0037] In one embodiment, a single pump 1 02, positioned as shown, regulates patient blood and diluent flows. Either 
a pump with the capability of dual raceway control or a traditional single raceway pump coupled with thumb screw con- 
trol of diluent flow can be used. In the latter case, the pump flow would be regulated at 400-500 nH/min, accounting for 
10 the combined flows from the patient 1 00 and the diluent reservoir 113. 

[0038] In the first embodiment, the secondary circuit, shown in dashed outline, is eliminated and the ultraff iltrate from 
the hemoconcentrator 106 is collected in reservoir 109 and discarded. The diluent source 113 remains, however. This 
version is likely to be deployed in the case where supplementing important small molecules is more cost effective than 

conserving them. ^ . , , 

is [0039] The rate of pump 1 1 0 can be regulated via feedback from a negative pressure controller 109A established on 
the reservoir 109. This eliminates the need for human operation of pump 110. 

[0040] In Figure 2, the SPATS is shown in a cardiopulmonary bypass (i.e. open heart blood- oxygenator) circuit. In 
this embodiment, the blood of the patient has already been diluted to a hematocrit of 20-25%. Thus, blood from the 
patient 200 drains via connecting tubing to a venous reservoir 216 from which pump 21 7 supplies the blood to a mem- 
20 brane oxygenator 21 8 where it is arteriaiized (i.e. oxygenated). The oxygenated blood is passed through an arterial filter 
219 from which most of the arteriaiized blood is returned to the patient via tubing 210. 

[0041] However, arteriaiized blood which is to be processed by the SPATS is shunted via purge line 220 from the arte- 
rial filter 219 to the cardiotomy reservoir 215 via a one-way valve 202. The shunt flow range is 300-400 ml/min under 
the usual total CPB total flow of 4-6 liters per minute. 
25 [0042] Urtraf iltrate may be pumped and regulated with a negative pressure feedback controller through the target mol- 
ecule removal system including UV source 204 and hemoconcentrator 206 into the same cardiotomy reservoir 215 via 
another inlet. Blood and/or uttraf iltrate collecting in the reservoir 21 5 is conveyed to the venous reservoir completing the 
cardiopulmonary bypass circuit (CPB). 

[0043] As an alternative, 20-25% hematocrit blood could be diluted to 10-15% hematocrit using diluent available to 

so CPB bypass in the fashion described previously. The ultrafittrate is collected in reservoir 209 from which it is pumped 
through filters 21 1 and 212 by pump 21 0 for removal of target molecules. This operation makes the bactericidal effects 
of UV device 204 and the sieving of target molecules through the hemoconcentrator 206 even more effective. This 
approach has the benefit of potentially shortening the duration of treatment. In either case, blood passes through the 
primary SPATS circuit, consisting of UV irradiator 204 and hemoconcentrator 206. 

as [0044] Ultrafiltration occurs in the hemoconcentrator 206 at the pressure drop previously indicated much as it does in 
the glomerular units of the natural kidney. However, the natural kidney prevents the passage of the small and plentiful 
plasma protein albumin (67-69 kD molecular weight) and permits occasional passage of free plasma hemoglobin (64 
kD molecular weight), thereby demonstrating a sharp cutoff at a molecular weight of about 65 kD. The hemoconcentra- 
tor 206 with 60-95 kD porosity, is relatively effective at prohibiting passage of plasma proteins (<5% of plasma albumin, 

40 <2% of plasma globulin sieved) while permitting sufficient passage of electrolytes. BUN, and glucose to insure normal 
plasma osmolality Larger molecules such as cholesterol and creatinine are incompletely sieved (25-95% of plasma 
concentrations). Permeability of target molecules TNF, IL-1 B and LPS are about 1 00% (appearing in the ultrafittrate m 
concentrations equivalent to plasma) in this system; IL-2, although about the same molecular weight as IL-1 B (i.e. 1 7 
kD), is almost entirely retained in the blood (primary circuit), thereby reminding that factors other than simple molecular 

45 weight are important. Thus TIM Fa, IL-1 p and LPS have a high percentage potential for removal by this system. 

[0045] Referring now to Figure 3, there is shown a cross-sectional view of one embodiment of a UV irradiator 300 
used in the instant invention. The irradiator 300 includes an outer cylinder 312 which is, typically, molded or otherwise 
formed of polycarbonate or similar material. The cylinder 31 2 is, typically, open at end 31 2A and substantially closed at 
end 312B with a small inlet 301 therethrough. In one embodiment, the cylinder 312 (including the inlet 301) is approxi- 

so mately 1 8 to 20 inches long and about 1 inch inside diameter. The inlet 301 is about 3/1 6 inch inside diameter and about 
1/2 inch long or any suitable length for secure connection to the tubing described supra. 

[0046] The irradiator 300 includes a conventional ultra-violet light source 306 with a radiation wavelength of 254 nm 
although other suitable sources can be utilized. The UV source 306 is connected to a suitable power source via con- 
nector 31 1 . The UV source 306 is enclosed within a quartz tube 305 which is doped with cesium or any other suitable 
55 material which blocks ozone producing wavelengths. 

[0047] The UV assembly, including quartz tube 305, is mounted within hollow, open-ended quartz tube 304 which is 
transparent to UV light. As will be seen, the tube 304 protects the UV light source 306 and the protective tube 305 there- 
fore. The tube 304 is a part of the disposable portion of the irradiator 300. 
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[0048] Top cap 302, fabricated of polycarbonate is sealed tightly to the upper end of quartz tube 304 and establishes 
a chamber 303 between the top cap 302 and the inner surface of the upper end of cylinder 312. An annular bushing 
313 surrounds quartz tube 305 and securely positions the UV assembly (source 306 a ^\™?^ hm ^*™ n 
Seal 315, formed of silicone for example, tightly seals the bushing 31 3 in the doped quartz tube 304 adjacent the open 

5 bottom thereof and positions the lower end of UV source 306 therein. 

[0049] Bottom end cap 309, fabricated of polycarbonate, is attached to the outer surface of cylinder 31 2. for example, 
by ultrasonic welding, adhesive or the like. An outlet 310. typically of about 1/4 inch diameter and of suitable length to 
provide a secure connection to tubing as described supra, extends outwardly from tube 312 and bottom cap 309. 
[0050] In a preferred embodiment, the outer surface of cylinder 304 and the inner surface of cylinder 3 1 2 : are spaced 

w apart by an annular passageway 308 of about .006-.015 inches in order to establish a narrow space for blood flow there- 
through Likewise, at least one of these surfaces is coated with a thin layer 307 of hydrophilic material such as parylene 
and then plasma treated in order to produce a surface contact angle of less than 5° whereby the fluid passing through 
the passageway 306 will flow readily as a sheet or film. 

[0051] In operation, heparinized blood in the extracorporeal circuit shown in Figures 1 or 2 enters the inlet 301 and 
15 then into chamber 303 at the upper end of tube 312. The chamber 303 is kept as small as possible with a typical volume 
of less than 20 cc. The blood flows around top cap 302 which has, preferably, a rounded upper surface and into the 
annular passageway 308. The blood flows downward in this passageway. The flow is maximized by the hydroph.hc eoat- 
inq with a contact angle of 0°-5° which keeps the surface tension to a minimum, thus reducing the poss.bihty of stagnant 
areas that can cause fibrin to deposit and. eventually, cause clots to form. A heparin-bonded surface is also an option 
so to preventing thrombus formation or possibly combining bonded heparin and hydrophilic treatment. The blood continues 
down the annular passageway 307 and pools at the bottom of the bottom cap 309. The blood .s then routed out of the 
irradiator 300 through outlet 310. iJ «.^nv/ 
[0052] Inasmuch as the liv assembly is sealed from the blood flow by bushing 311 and seal 315 as noted the UV 
assembly - including UV source 306 - is reusable while the other components including tube 304 are disposable. 
25 [0053] Referring now to Figure 4. there is shown a cross-sectional view of another embodiment of a an 'rrad.ator. viz. 
UV irradiator 400. used in the instant invention. Once again, as in Figure 3, a UV lamp 406, approximately 18 long radi- 
ates at about 254 nm radially through a doped quartz jacket 405 to prevent ozone producing UV ^lengths- The UV 
rays emanate through a 1 12" to 1" diameter quartz tube 405 which is transparent to UVC (i.e. type C UV radiators) and 
which is closed atthe top end with a cap 402, preferably formed of polycarbonate, and then sealed and adhered to the 
bottom of tube 405 with silicone adhesive 41 5. The silicone adhesive prevents and cracking of quartz tube with changes 
of temperature during operation. An electrical cord 411 connects to an external power source. 
[0054] In this embodiment, the outer tube 404 is closed by a top cap 417 bonded with an adhesive or ultrasonicaliy 
welded to a diverter 418 formed therewith. 

[0055] In addition, an approximately 0.01 inch thick cone-shaped wiper 419, made of polyester or polycarbonate is 
formed in cylinder 404. The wiper distards slightly under pressure from blood flow allowing a thin, uniform film to flow 
past the wiper onto the inner surface of the cylinder. 
[0056] In operation, blood enters inlet 401 which is integral with top cap 417 and flows around diverter 418. The 
diverter 418 also disperses the blood evenly through a small chamber 403 formed by diverter 418 and top cap 417 
which is typically, less than 20cc. The blood in chamber 403 flows onto cone shaped wiper 419 which is flexible and 
40 will distend slightly under pressure from an external pump. The wiper 419. thus, causes a film of blood to emanate s cir- 
cumferencially. and downwardly, along the inside wall of cylinder 412 and, finally, into a small pool of blood in bottom 
cap 409. The blood then exits through outlet port 41 0 under pressure from an external pump in the system as described 

[0057] As previously noted, the blood film is sufficiently diluted with saline (10 to 20% hematocrit) and thin enough 
45 (approximately .006 to .020 thick) to allow the UVC light radiation (i.e. UV light radiation of range C) from source 406 to 
penetrate easily. The hydrophilic coating or treatment 413 reduces the contact angle of the base plastic of the cylinder 
to 0° to 5° allowing the blood to film uniformly and inhibit dribbling downward. ■ 
[0058] The significance of a f ilmer approach, as shown in Figure 4, is that the outermost portion of the blood film is 
moving faster than the boundary layer thereby exposing more blood to the UV light although it may be more drff .cult to 

so control the blood flow. cm 
[0059] Referring now to Figure 5, there is shown a partially broken away. part.ally cross-sectional view of a filter 500. 
The unit 500 includes a top cap 501 and a bottom cap 503 with an inlet 507 and an outlet 508, respectively._Thetop and. 
bottom caps are. typically, cone shaped with generally circular configurations. The caps include mating edges 501 A and 
503A. respectively. The edges can be reversed from those shown in Figure 5 or take any alternative shape, so long as 

55 a secure seal betw - en the caps can be achieved. 

[0060] Mounted within the unit 500, typically, secured by the mating edges 501 A and 503A, is a filter 502. In this 
embodiment the filter is fabricated of an electrostatically charged, melt blown, layer of polypropylene wrth a mmirnum 
basis weight'of 1 40 grams/square meter. In a preferred embodiment, the filter comprises seven (7) layers each of which 
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is 20 grams/square meter although this number of layers is not intended to be limitative. The filter area should be suffi- 
ciently large to handle the filtrate flow rate. Ideally, a filter with a minimum area of 27 square inches is selected. 
[0061] In operation, filtrate flows into top cap 501 through inlet 507 and onto and through the charged, mertblown poly- 
propylene filter 502. The endotoxins are removed from the blood by electrostatic attraction in filter 502. Since the blood 
proteins such as albumin, have been retained by a hemoconcentrator (e.g. hemoconcerrtrator 206) they do not foul the 
filter media and fight for sites on the media fibers. 

[0062] Referring now to Figure 6. there is shown a partially broken away elevation view of a hemoconcentrator 600 
which corresponds to the hemoconcentrator 106 or 206 described supra. The hemoconcentrator is constructed of a hoi- 
low cylinder 601 formed of polycarbonate or similar material. The cylinder is, in one embodiment, approximately 10 
long and 1 5" in diameter. An inlet 602 and an outlet 603 of suitable configuration to be attached to conventional medical 
tubing are provided in caps 604 and 605 at opposite ends of the cylinder. The caps are, typically, threadedly attached 
to the cylinder In addition, at least one effluent or drainage port 606 is provided adjacent one end of the cylinder. The 
interior of the cylinder is filled with filter material 610 comprising polysulphone hollow fibers, has between 1.2 and 2.4 
m 2 area with a nominal pore size of 60,000 to 95,000 Daltons capable of removing blood proteins and cell mediators 
whose molecular weight is less than 55,000 Daltons. Because the blood is diluted to 10% to 20% hematocrit, the gel 
layer formed by the blood, is not thick enough to substantially reduce the effective pore size of the hollow fibers. It is 
estimated that the pore size is reduced 5% to 20% by the gel layer formed by the layer. 

[0063] A hollowfiber or filter surface area of about 1 .2 to 2.4 m 2 is desirable to provide sufficient area to reconstitute 
the diluted blood in volumes equivalent to those added to the circuit. This is significant because Wood returning to a sep- 

20 tic patient must not be substantially diluted because that patient will, typically, have secondary pulmonary dysfunction. 
[0064] Thus there is shown and described a unique design and concept of a septicemia prevention and treatment 
system The device described in this patent is capable of preventing and/or treating SIRS by any etiology although the 
emphasis is on septicemia or microbial sepsis. The particular configuration shown and described herein relates to a 
Septicemia Prevention and Treatment System. While this description is directed to a particular embodiment, it is under- 

25 stood that those skilled in the art may conceive modifications and/or variations to the specific embodiments shown and 
described herein. Any such modifications or variations which fall within the purview of this description are intended to 
be included therein as well. It is understood that the description herein is intended to be illustrative only and is not 
intended to be limitative. Rather, the scope of the invention described herein is limited only by the claims appended 
hereto 

30 [0065] According to its broadest aspect the invention relates to a blood treatment system including, a UV device con- 
nected to receive and irradiate blood from a source, and a concentrator device connected to receive blood from said UV 
device. 

[0066] It should be noted that the objects and advantages of the invention may be attained by means of any compat- 
ible combination(s) particularly pointed out in the items of the following summary of the invention and the appended 
35 claims. 

SUMMARY OF THE INVENTION 
[0067] 

40 

1 . A blood treatment system including, 

a UV device connected to receive and irradiate blood from a source, 
a concentrator device connected to receive blood from said UV device, and 
45 a diluent source for supplying a diluent to the blood to be supplied to said UV device. 

2. The system including, 

at least one pump for moving said blood through the system. 

so 

3^ The system including, 

a return device for returning blood from said concentrator and filter device to a patient. 
55 4. The system wherein. 

said concentrator and said filter device is a unitary device. 
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5. The system including, 

a recycle path for passing said blood from said concentrator and fitter device to said diluent source. 

6. An ultraviolet (UV) irratiator device comprising, 

a UV light source, 

a fluid chamber surrounding said UV light source, 

said chamber confining said fluid to a thin film for exposure to said UV light source. 

7. A filter comprising, 

a housing, and 

an electrostatic filter mounted in said housing. 

8. A hemoconcentrator comprising, 

a hollow cylinder, and 

a central core formed of hollow fibers disposed within said hollow cylinder. 

9. The system including, 

a filter device connected intermediate said UV device and said concentrator device. 

10. The system including, 

a filter device connected to receive blood from said concentrator device. 

1 1 . The system including, 

a pump device for pumping blood through said system. 

12. The system including, 

a primary blood path for passing blood from said concentrator device to a source of blood. 

13. The system including, 

a secondary blood path for passing blood through a secondary treatment path. 

14. The system including, 

a membrane module connected in said secondary Wood path. 

15. The system wherein, 

said diluent comprises a crystalloid. 

Claims 

1 . A blood treatment system including, 

a UV device connected to receive and irradiate blood from a source, 

a concentrator device connected to receive blood from said UV device, and 

a diluent source for supplying a diluent to the blood to be supplied to said UV dev.ce. 

2. The system recited in Claim 1 including, 
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at least one pump for moving said blood through the system. 
The system recited in claim 1 including, 

a return device for returning blood from said concentrator and filter device to a patient. 
The system recited in claim 1 wherein, 

said concentrator and said filter device is a unitary device. 
The system recited in claim 1 including, 

a recycle path for passing said btood from said concentrator and filter device to said diluent source. 
An ultraviolet (UV) irratiator device comprising, 

a UV light source, 

a fluid chamber surrounding said UV light source, 

said chamber confining said fluid to a thin film for exposure to said UV light source. 
A filter comprising, 
a housing, and 

an electrostatic filter mounted in said housing. 
A hemoconcentrator comprising, 
a hollow cylinder, and 

a central core formed of hollow fibers disposed within said hollow cylinder. 

The system recited in any of the preceding claims including, 

a filter device connected intermediate said UV device and said concentrator device, 
and/or further preferably including, 

a filter device connected to receive blood from said concentrator device, 

and/or further preferably including. 

a pump device for pumping blood through said system, 

and/or further preferably including, 

a primary blood path for passing blood from said concentrator device to a source of blood, 
and/or further preferably including, 

a secondary blood path tor passing blood through a secondary treatment path, 
and/or further preferably including, 

a membrane module connected in said secondary blood path, 

and/or wherein Preferably 

said diluent comprises a crystalloid. 

A blood treatment system including, 

a UV device connected to receive and irradiate blood from a source, and 
a concentrator device connected to receive blood from said UV device, 



0990444A2_L> 



10 



EP 0 990 444 A2 



Fig. 1 

100 

A 



PATIENT 



11 S 

± 



151' 



102 




107 




DILUENT 
SOURCE 



114 



03B 



UV 

IRRADIATOR 



T 

104 



105 



167 



HEMO— 
CONCENTRATOR 



155 



, 112 

i \ 

r— 'i 

I MEMBRANE I 
I MODULE I 

L — T — J 



r 



i 
i 

__l_ 



FILTER 



77 7 

Y" 
I 



L__„_J 



r 



t 



__L_ 



PUMP 



770 



■706 



168 



n 

109 



■108 



RESERVOIR 



10SA 

i 



.J 



0990444A2 t > 



11 



EP 0 990 444 A2 




BNSDOCID: <EP 0990444A2_I_> 



EP 0 990 444 A2 




EP 0 990 444 A2 




EP 0 990 444 A2 




Fig. 6 




BNSDOCID: <EP 0990444A2_L: 



15 



(19) 




(12) 



(88) Date of publication A3: 

17.01.2001 Bulletin 2001/03 

(43) Date of publication A2: 

05.04.2000 Bulletin 2000/14 

(21) Application number: 99118203.1 

(22) Date of filing: 13.09.1999 



Europaisches Patentamt 
European Patent Office 

Office uropeen des br vets (11) EP 0 990 444 A3 

EUROPEAN PATENT APPLICATION 

(51) Int. CI. 7 : A61L2/10 



(84) Designated Contracting States: 

AT BE CH CY DE DK ES Fl FR GB GR IE IT LI LU 
MC NL PT SE 

Designated Extension States: 
AL LT LV MK RO SI 

(30) Priority: 14.09.1998 US 152528 

(71) Applicant: 

American Immuno Tech, LLC 
Costa Mesa, CA 92626 (US) 



(72) Inventors: 

• Davidner, Alan 
Claremont, CA 91711 (US) 

• Roohk, Vernon H. 
Westminster, CA 92863 (US) 

• Chan, Richard G. L. 

Oyster Bay, New York 11771 (US) 

(74) Representative: 

Wagner, Karl H., Dipl.-lng. et al 
Wagner & Geyer, 
Patentanwalte, 
Gewurzmuhtstrasse 5 
80538 Munchen (DE) 



(54) Septicemia prevention and treatment system 

(57) A method and apparatus for preventing and 
treating septicemia in patient blood. The extracorporeal 
system includes an anti-microbial device to kill at least 
99% of bloodborne microorganisms, a hemoconcentra- 
tor/filtration unit to remove approximately 90% of target 
molecules from the patient blood and a filter unit to 
remove target molecules from patient blood from the 
sieved plasma filtrate. Target molecules are produced 
by microorganisms as well as the patient's ceils and 
include endotoxins from gram negative bacteria, exotox- 
ins from gram negative and gram positive bacteria, as 
well as RAP protein mediator from Staphylococcus 
aureus, and cell mediators such as tumor necrosis fac- 
tor-alpha, and interleukin 1-beta, complement proteins 
C3a and C5a, and brandykinin. 



00 

^* 
o 

o 

CL 

LU - 

Printed by Xerox (UK) Business Services 
2.16.7 (HRS)/3.6 



BNSDOCID: <EP 0990444A3_I_> 



EP 0 990 444 A3 



European Patent 
Office 



EUROPEAN SEARCH REPORT 



Application Number 

EP 99 11 8203 



DOCUMENTS CONSIDERED TO BE RELEVANT 




Category 


Citation ot document wtth indication, where appropriate, 
et relevant passages 


Relevant 
to claim 


CLASSIFICATION OF THE 
APPLICATION (lnt.CI.71 


Y 


US 5 053 121 A (SCHOENDORFER DONALD W ET 
AL) 1 October 1991 (1991-10-01) 
* claims; figures 1,4 * 


1-10 


A61L2/10 


D,Y 


US 5 150 705 A (STINSON RANDY L) 
29 September 1992 (1992-09-29; 
* claims; figure 3 * 


1-10 




D,X 


US 5 211 850 A (MCREA JAMES C ET AL) 
18 May 1993 (1993-05-18) 
* claims; examples * 


7,8 




X 


US 4 467 206 A (TAYLOR JOHN A ET AL) 
21 August 1984 (1984-08-21) 
* claims * 


6 




D,X 


US 5 151 192 A (MATK0VICH VLAD0 I ET AL) 
29 September 1992 (1992-09-29) 
* claims; examples * 


7 




D,X 


US 5 571 418 A (LEE PATRICE A ET AL) 
5 November 1996 (1996-11-05) 
* claims; examples 1-4 * 


8 


TECHNICAL FIELDS 
SEARCHED <lc*.CI.7) 






A61L 
A61M 


X 


EP 0 414 515 A (PFIZER HOSPITAL PROD) 
27 February 1991 (1991-02-27) 

^ u 1 til i nii , i iyui cj tj'ijv 


8 




D, A 


US 5 211 849 A (BISSLER JOHN J ET AL) 
18 May 1993 (1993-05-18) 
* claims * 


1-10 




Tub present search report has been drawn up toi all claims 




Examrter 



THE HAGUE 



17 November 2000 



ESPIN0SA, M 



CATEGORY OF CITED DOCUMENTS 

X : particularly relevant rt taken atone 

Y : partfcutarty relevant It combined with another 

document or the same category 
A : tecnnotogicat background 
O : non-wrttten disclosure 
P : tntermediaie document 



T : theory or prmctpte underlying me invention 
£ : earlier patent document, but published on. or 

after the filing date 
D : document cited in the application 
L : document cited tor other reasons 

& ": 'tnemDe^ol the same patent tamtty, corresponding 
document 



2 



JNSDOC1D: <EP 0990444A3_I_> 



EP 0 990 444 A3 



ANNEX TO THE EUROPEAN SEARCH REPORT 
ON EUROPEAN PATENT APPLICATION NO. 



EP 99 11 8203 



This annex lists the patent family members renting to thepatentdtocuments dted In the above-mentioned European sear* report. 
E r-^^S^K-- ^ lor ft. purpose of ^ 



Patent document 
cited in search report 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



US 5053121 



01-10-1991 



US 5150705 A 



29-09-1992 



US 5211850 A 



18-05-1993 



US 4467206 A 



21-08-1984 



US 5151192 



29-09-1992 



US 
AU 
AU 
CA 
DE 
DE 
EP 
JP 
JP 
WO 



4919817 A 
604054 B 
7875387 A 
1289473 
3772749 
3772749 
0277994 
1502400 
2881305 B 
8801193 A 



A 
A 
D 
A 
T 



AU 
CA 
CN 
EP 
FI 
2A 
AU 
FI 
US 



658651 B 
2075798 A 
1083107 A,B 
0582739 

923577 
9206142 
2104292 

102291 
5433738 



A 
A 
A 
A 
B 
A 



DE 
DE 
EP 
WO 



69230503 D 
69230503 T 
0643614 A 
9302777 A 



AU 
AU 



653731 B 
8032091 A 



24-04- 
06-12- 
08-03- 
24-09- 
10-10- 
10-10- 
17-08- 

24- 08 
12-04 

25- 02 



-1990 
-1990 
-1988 
-1991 
-1991 
-1991 
-1988 
-1989 
-1999 
-1988 



27-04- 

12- 02- 
02-03- 
16-02- 
11-02- 
01-03- 
24-02- 

13- 11- 
18-07- 



-1995 
-1994 
-1994 
-1994 
-1994 
-1993 
-1994 
-1998 
-1995 



03- 02-2000 

04- 05-2000 
22-03-1995 
18-02-1993 



AR 229627 A 30-09- 

AU 9145382 A 23-06- 

BE 895350 A 14-06- 

BR 8207224 A 18-10- 

CA 1191282 A 30-07- 

DE 3246299 A 23-06- 

ES 274018 Y 01-04- 

ES 518147 D 01-01- 

ES 8401853 A 01-04- 

FR 2517972 A 17-06- 

6B 2111810 A,B 06-07- 

IT 1149148 B 03-12- 

JP 58146353 A 31-08- 

MX 152341 A 28-06- 

PH 18292 A 24-05- 

SE 8207086 A 15-06- 

ZA 8209152 A 25-07- 



1983 
1983 
1983 
1983 
1985 
1983 
■1986 
■1984 
■1984 
-1983 
■1983 
■1986 
-1983 
-1985 
-1985 
-1983 
-1984 



13-10-1994 
16-01-1992 



§ For more details about this annex : see Official Journal of the European Patent Office, No. 12/82 



BNSDOCID: <EP 0990444A3_I_> 



EP 0 990 444 A3 



ANNEX TO THE EUROPEAN SEARCH REPORT nD ftrt , , oon , 

ON EUROPEAN PATENT APPLICATION NO. EP 99 1 1 8203 



This annex lists the patent family members relating to the patent documents cited .n the above-mentioned European search report 

The members are as contained in me European Patent Office EDP file on intrkrmot1rtn 

The European Patent Office is in no way liable tor these particulars which are merely given tor the purpose of information. 

17-11-2000 



Patent document 




Publication 




Patent family 




Publication 


cited in search report 




date 




member! e) 




CHUB 


US 5151192 


A 




r a 


2046807 


A 


14-01-1992 






L/L 


69126643 


D 


31-07-1997 








DE 


69126643 


T 


23-10-1997 








EP 


0466178 


A 


15-01-1992 








GR 


2245844 


A, B 


15-01-1992 








IP 


2679894 


B 


19-11-1997 








IP 

ur 


4241B73 


A 


28-08-1992 


US 5571418 


A 


05-11-1990 


Al t 


7867994 


A 


21-03-1995 






wu 


9505887 


A 


02-03-1995 


EP 0414515 


A 


rto i on i 

27-02-1991 


Uo 


5017293 


A 


21-05-1991 






AT 


104556 


T 


15-05-1994 








CA 


2023738 


A 


25-02-1991 








DE 


69008276 


D 


26-05-1994 








DE 


69008276 T 


24-11-1994 








DK 


414515 T 


29-08-1994 








ES 


2055B72 T 


01-09-1994 








JP 


3109078 A 


09-05-1991 








US 


5069788 


A 


03-12-1991 


US 5211849 


A 


18-05-1993 


AT 


127352 


T 


15-09-1995 






AU 


2862092 


A 


03-05-1993 








CA 


2119375 A 


15-04-1993 








DE 


69204683 


D 


12-10-1995 








DE 


69204683 T 


25-04-1996 








EP 


0607301 


A 


27-07-1994 








JP 


7500036 


T 


05-01-1995 








US 


5344568 A 


06-09-1994 








WO 


9306875 


A 


15-04-1993 





For more details about this annex : see Official Journal of the European Patent Office, No. 12/82 



4 



3NSDOCID: <EP 0990444A3J_> 



